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Background: Interstitial Cystitis/Bladder Pain Syndrome (IC/BPS) is a condition characterized by pelvic pain and urinary symptoms. Some IC/BPS patients have pain confined to the pelvic region, while others suffer widespread pain. Inflammatory processes have previously been linked to pelvic pain in IC/BPS, but their association with widespread pain in IC/BPS has not been characterized. Methods: Sixty-six women meeting criteria for IC/BPS completed self-report measures of pain as part of the Multidisciplinary Approach to the Study of Chronic Pelvic Pain (MAPP), collected 3 days of saliva for cortisol assays, and provided blood samples. Peripheral blood mononuclear cells (PBMCs) were stimulated with Toll-like Receptor (TLR) 2 and 4 agonists and cytokines were measured in supernatant; IL-6 was also measured in plasma. Associations between inflammatory variables and the likelihood of endorsing extra-pelvic pain, or the presence of a comorbid syndrome, were tested by logistic regression and General Linear Models, respectively. A subset of patients (n = 32) completed Quantitative Sensory Testing. Results: A one standard deviation increase in TLR-4 inflammatory response was associated with a 1.59 greater likelihood of endorsing extra-pelvic pain (p = .019). Participants with comorbid syndromes also had higher inflammatory responses to TLR-4 stimulation in PBMCs (p = .016). Lower pressure pain thresholds were marginally associated with higher TLR-4 inflammatory responses (p = .062), and significantly associated with higher IL-6 in plasma (p = .031). Conclusions: TLR-4 inflammatory responses in PBMCs are a marker of widespread pain in IC/BPS, and should be explored in other conditions characterized by medically unexplained pain.
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Introduction
Interstitial Cystitis/Bladder Pain Syndrome (IC/BPS) is a highly prevalent debilitating chronic condition characterized by pelvic/bladder pain and urinary symptoms such as frequency, urgency, and nocturia (Hanno et al., 2011) . Additionally, IC/BPS patients have a high prevalence of psychiatric comorbidities including depression and anxiety disorders (Clemens et al., 2008) . While some patients present with Hunner's ulcers, inflammatory lesions found on the wall of the bladder, approximately 90% do not (Simon et al., 1997) . IC/BPS is therefore a diagnosis of exclusion, and is sometimes considered a cluster of medically unexplained symptoms.
It has been proposed that there may be distinct subtypes of IC/BPS, as some patients appear to experience pain and discomfort in the pelvic/bladder region only (i.e. local pain), while others report extra-pelvic pain consistent with somatic syndromes like fibromyalgia, Irritable Bowel Syndrome (IBS), Chronic Fatigue Syndrome (CFS), or Temporomandibular joint disorder (TMD), suggesting a condition mediated by the central nervous system. A recent investigation found that that comorbid IBS and CFS were present in 39% and 19% of IC/BPS patients, respectively (Nickel
